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DETAILED ACTION 

1 . Claims 1 - 20 are pending in the present office action. 

Claim Objections 

2. Claims 1 7 - 20 are objected to under 37 CFR 1 .75(c) as being in improper form because 
a multiple dependent claim cannot depend from another multiple dependent claim. Each of 
claims 17-20 depends in part from claims 6 and 7, which themselves are multiple dependent 
claims. See MPEP § 608.01 (n). Accordingly, the claims 17-20 have not been further treated 
on the merits. 

Claim Rejections - 35 USC § 101 

3. 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

Claims 1 - 5 are rejected under 35 U.S.C. 101 because the claimed invention is directed 
to non-statutory subject matter. Independent claim 1, as well as claims 2-5 which depend 
therefrom, is directed to "A monoclonal antibody". There is no requirement that the antibody be 
isolated. The claims subject to this rejection read on products of nature, as they do not require 
the hand of man and can be produced by the immune system residing within a living organism. 
Note that claims 6 - 7 are drawn to antibodies which are chimeric or humanized and therefore 
require the hand of man. 

Amendment of claim 1 to recite "An isolated monoclonal antibody" would be sufficient to 
overcome this rejection. 

Claim Rejections - 35 USC §112 

4. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 4-5 and 16 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 
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Claims 4-5 and 16 are confusing because they use many terms which do not have a 
common definition in the art and therefore are confusing. The term "a substance of the N- 
terminus peptide of the amyloid (3 and a biological high molecular compound" is a confusing 
term. What is "a substance of the N-terminus peptide"? Is it the peptide itself? Is it something 
bound to the peptide? Is it an antibody that binds to the peptide? Additionally, what does it 
mean when this "substance" is used with the word "and" followed by "a biological high molecular 
compound"? Does the "and" mean that the two products are co-administered? That they are 
conjugated? The terms are so unclear that a skilled artisan could not determine what is 
encompassed by the claim. Similarly claim 5 recites "a bound substance of a peptide... and a 
biological high molecular compound", and claim 4 recites "a bound substance of the N- 
terminus... and a biological high molecular compound". 

Additionally, claim 16 is confusing for other reasons. The steps recited in the claim 
(administering several compounds followed by collecting antibodies from an animal) would lead 
to production of polyclonal antibodies, but the claim is drawn to a method for preparing a 
monoclonal antibody. It is unclear whether additional steps, such as fusion with myeloma cells 
as described at paragraph [0050] of the specification, are necessary in order to practice the 
method, since the method recites all necessary steps but does not lead to production of 
monoclonal antibodies. Finally, claims 4-5 and 16 all use the term "comparatively shorter". 
The term "comparatively shorter" in claims 4-5 and 16 is a relative term which renders the 
claim indefinite. The term "comparatively shorter" is not defined by the claims, the specification 
does not provide a standard for ascertaining the requisite degree, and one of ordinary skill in the 
art would not be reasonably apprised of the scope of the invention. A skilled artisan would not 
be able to determine how much shorter is "comparatively shorter". 

Claim Rejections - 35 USC § 102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 



(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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Claims 1 - 8 and 10-11 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Chain (U.S. Patent Application Publication 2003/0073655). 

Chain teaches antibodies which bind specifically to the N-terminus of Ap protein and do 
not recognize a so-called spanning protein, which includes the residues of APP which precede 
the N-terminus of Ap. See for example abstract, as well as paragraphs [0009], [0064], [0067], 
and [0103] - [0107]. Chain teaches reduction to practice of two specific monoclonal antibodies 
that are free-end specific (i.e., they bind to the N-terminus of Ap protein but not to APP, from 
which Ap protein is cleaved), named 4D12 and 2A10; see paragraph [0107]. Thus the 
reference teaches every element of claim 1 . Claims 2 - 3 are anticipated as Chain explicitly 
teaches antibodies that bind specifically to DAEFR (paragraphs [0104] - [0105], note the use of 
the three-letter abbreviation Asp-Ala-Glue-Phe-Arg, which is the same as DAEFR). Claims 4 - 
5 are anticipated as they are product-by-process claims that describe a process by which the 
antibodies could be obtained but do not structurally define the antibodies any further than claim 
1 ; see MPEP § 21 1 3. Claims 6 - 7 are included in this rejection as Chain teaches that the 
invention includes antibodies that are end-specific for the N-terminus (paragraph [0009] for 
example) and specifically defines the term "antibody" to include both chimeric and humanized 
antibodies (paragraphs [0033] and [0035] - [0036]). Claim 8 is anticipated as Chain provides an 
explicit example of an experiment wherein antibodies that are end-specific for the N-terminus of 
Ap protein as well as those which bind to Api-40 are present. See paragraph [0104], wherein 
most of the antibodies bind to Api-40, but some specifically recognize residues 1-5 only. A "kit" 
as recited in claim 8 is not specifically defined, but the prior art reference teaches all elements 
required for the claimed "kit" in that it teaches both antibodies. Claim 10 is anticipated as the 
sequence recited in this claim is the C-terminal end of Api-40; see Chain paragraph [0074] 
which discloses the sequence of Api-42, note that residues 35-40 are MVGGVV. Claim 1 1 is 
anticipated as it recites an intended use of the claimed product, which is not given patentable 
weight. Since the prior art teaches the product of claim 11, that claim is anticipated. 

6. Claims 1 - 5 and 8 - 15 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Mathews 2002. Journal of Biological Chemistry 277:36415-36424, cited as reference AO on 
IDS filed 20 November 2005). 

Mathews teaches monoclonal antibodies JRF/ApN/25 and JRF/rApi-15/2, which bind to 
the N-terminus of Ap protein but not to APP. See p. 36416, Table 1, Figure 1, and final 
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paragraph for descriptions of these antibodies and evidence that they do not bind APP. Claims 
2 - 3 are anticipated as antibody JRF/ApN/25 was raised against the first 25 amino acids of Ap, 
so it will necessarily recognize the first 16 amino acids (recited in claim 2) and the first five 
amino acids (recited in claim 3). Claims 4 - 5 are anticipated as they are product-by-process 
claims that describe a process by which the antibodies could be obtained but do not structurally 
define the antibodies any further than claim 1; see MPEP § 2113. Claims 8 - 9 are anticipated 
as Mathews teaches an ELSIA assay wherein the plates were coated with either JRF/cAp40/10 
(which is a C-terminus-specific antibody that recognizes Ap40) or JRF/cAp42/26 (which is a C- 
terminus-specific antibody that recognizes Ap42), followed by addition of samples, and 
detection with the N-terminal specific antibody JRF/rApi-15/2. Since the ELISA contains both 
antibodies, it is reasonably a "kit" as recited in claim 8. Claims 9 - 10 are anticipated as the C- 
terminal sequence recognized by JRF/cAp40/10 is MVGGVV as this sequence is residues 35- 
40 of Ap. Claim 12 is anticipated as the C-terminal sequence recognized by JRF/cAp42/26 is 
GGVIA, as this sequence is residues 38 - 42 of Ap. Claims 1 1 and 1 3 are anticipated as they 
recite intended use of the products disclosed by Mathews but require no additional elements 
beyond those taught by the reference. While the intended use need not be given patentable 
weight, Mathews in fact does teach use of these products (kits) for assaying amyloid p 1 - 40 
and 1 - 42. Claim 14 is anticipated as Mathews teaches an ELISA comprising causing both 
antibodies to react with Ap; note no specific steps are recited beyond "causing... to react with 
an amyloid p in a sample". Mathews teaches these steps at p. 36417 first paragraph. Claim 15 
is anticipated as the antibodies taught by Mathews recognize the C-terminus of Ap. 

7. Claims 1 - 5 and 8 - 15 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Horikoshi 2004 (Biochemical and Biophysical Research Communications 319:733-737, 
published online 21 May 2004). 

Horikoshi teaches monoclonal antibody 82E1, which is specific for the N-terminus of Ap 
and does not react with intact APP; see Table 1 . The antibody was raised against residues 1 - 
16 of Ap (see paragraph spanning pp. 733-734) so it will necessarily recognize those residues, 
recited in claim 2, as well as the first five residues, recited in claim 3. Claims 4 - 5 are 
anticipated as they are product-by-process claims that describe a process by which the 
antibodies could be obtained but do not structurally define the antibodies any further than claim 
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1 ; see MPEP § 21 1 3. Claims 8 - 9 are anticipated as Horikoshi teaches ELISA assays wherein 
plates were coated with either an antibody that is specific for the C-terminus of Ap40 or Ap42, 
samples are added, and detected with antibody 82E1, which recognizes the N-terminus. Since 
the ELISA contains both antibodies, it is reasonably a "kit" as recited in claim 8. Claim 10 is 
anticipated as the C-terminal sequence recognized by 1A10 is MVGGW as this sequence is 
residues 35-40 of Ap. Claim 12 is anticipated as the C-terminal sequence recognized by 1C3 
antibody is GGVIA, as this sequence is residues 38 - 42 of Ap. Claims 1 1 and 1 3 are 
anticipated as they recite intended use of the products disclosed by Horikoshi but do not require 
any additional elements beyond those taught by the reference. While the intended use need not 
be given patentable weight, Horikoshi in fact does teach use of these products (kits) for 
assaying amyloid p 1 - 40 and 1 - 42. Claim 14 is anticipated as Horikoshi teaches an ELISA 
comprising causing both antibodies to react with Ap; note no specific steps are recited beyond 
"causing... to react with an amyloid p in a sample". Mathews teaches these steps at p. 734 
second column first complete paragraph. Claim 15 is anticipated as the antibodies taught by 
Horikoshi recognize the C-terminus of Ap. 

Applicant cannot rely upon the foreign priority papers to overcome this rejection because 
a translation of said papers has not been made of record in accordance with 37 CFR 1 .55. See 
MPEP §201.15. 

Conclusion 

8. No claim is allowed. 

9. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to DANIEL KOLKER whose telephone number is (571)272-3181. The 
examiner can normally be reached on Mon - Fri 8:30AM - 5:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on (571 ) 272-091 1 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you 
would like assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Daniel E. Kolker/ 

Primary Examiner, Art Unit 1649 

January 22, 2009 



